Objective: The HLA system is known to be the most polymorphic genetic loci in humans. Distribution and frequencies of HLA alleles are highly variable among different human ethnic groups. The HLA system has an important role in disease susceptibility and resistance, especially in autoimmune diseases and cancer. This study is the first report about HLA genetic variability and haplotypes among Syrians. Frequency of the HLA class I (A, B and C) alleles was determined in 105 healthy unrelated Syrian individuals from different regions in Syria. We also studied the associated haplotypes frequencies. Alleles frequencies were compared with those reported for other populations.
Introduction
Major histocompatibility complex (MHC) consists of genetic loci that involved in foreign organs rejection and encode highly polymorphic cell surface molecules. The human MHC is called the human leukocyte antigens (HLA) system because these antigens were first identified and characterized using alloantibodies against leukocytes [1] . The human MHC (HLA), maps to the short arm of chromosome 6 (6p21) and spans approximately 3600 kilo bases of DNA [2] . The HLA system consists of two classes: class I region contains HLA-A, HLA-B and HLA-C genes and class II region contains HLA-DR, HLA-DQ and HLA-DP [3] .
Association between HLA and certain diseases has been well studied; several diseases reported to occur more frequently in individuals with particular HLA genotypes [4] [5] [6] [7] [8] . These diseases include a broad spectrum of immune-mediated diseases involving all major organ systems, certain malignancies, some infectious diseases and more recently, adverse reactions to particular drugs [4, 8] . HLA associations are widely studied across the human populations worldwide and are found to be important in the prediction of disease susceptibility, resistance and for evolutionary maintenance of genetic diversity [5, 9] . HLA genes frequency distribution in different human ethnic groups can help in determining the ancestry, human migrations and admixtures between different human populations [10] .
The Syrian population is genetically diverse due to the geographical location of Syria in the Mediterranean basin, history of invasions and migrations from different nations. Syria has a mixture of cultural, religious and ethnic groups which may include Egyptians, Hittites,from 1516 till 1918 [14] . After World War I, Syria became under the direct dominance of France until independence in 1946 [15] . All those invaders gave Syria its ethnic diversity.
The aim of our research was to study the diversity of HLA class I-A, B and C alleles among Syrians and to establish a preliminary reference data set for other studies such as association between HLA and chronic diseases in Syria.
Main text

Methods
One hundred and five unrelated healthy Syrian adults from different areas were randomly chosen while donating blood in the Damascus Blood Bank.
DNA was prepared from anticoagulated whole blood using the modified salting out method [16, 17] . HLA typing of HLA-A, B, C alleles were performed using PCR sequence-specific priming (SSP) technique (One Lambda, Inc., USA) per manufacturer ' s instruction. The allele frequencies (AF) were calculated by direct counting method (Total number of copies of the allele in the population sample/2n) [18] . Gene frequencies (GF) were determined by the following equation:
. The haplotypes frequencies were calculated based on Hardy-Weinberg law [20] .
Results
A total of 58 HLA alleles were found in the study population: 15 HLA-A, 28 HLA-B and 15 HLA-C alleles. HLA-A, B and C alleles frequencies are given in Table 1 . The most common alleles for HLA class I A locus were: A*02, A*24, A*01, A*03; for B locus were: B*35, B*51, B*44, B*52 and for C locus were: C*04, C*07, C*12, C*06. 
Discussion
Our preliminary results suggest a high diversity in HLA class I alleles among Syrians. Our findings about HLA-A locus alleles frequencies were consistent with those found by other research group on HLA-A alleles in the Syrian population genotyped by sequence-based typing [21] . The allele with the maximal frequency was A*02 as in most human populations throughout the world [22] . Among the high frequent alleles in our cohort (Table 1) , the A*02, A*24 and A*03 were also the most frequent Table 2 alleles in Iranians, Greeks, Russians, Russians Tatars, French, and Macedonians. HLA-A*24 was the second most frequent HLA-A allele in the studied Syrian population, this allele was also the second most frequent HLA-A allele in Southeastern European populations, including Italians [23] and Albanians [24] , whereas the third most frequent HLA-A allele in studied Syrian population. The (HLA-A*01, HLA-A*03) are the second most frequent in Western and Central Europe populations [25] [26] [27] [28] [29] [30] . Whereas, the HLA-A*26 allele which is highly frequent in Turks, has a moderate frequency in the studied Syrian population. The HLA-A*11 allele which has a high frequency in Emiratis, Chinese, and Mongolians, was in moderate frequency in the studied Syrian population. The HLA-A*33 allele which is in a high frequency in Chinese, was relatively in high frequency in the studied Syrian population. The HLA-A*30 and HLA-A*68 alleles which are in high frequency in Sudan, were also, relatively, in a high frequency in the studied Syrian population. In contrast, the HLA-A*43 allele which is frequent in the African populations was absent in the studied Syrian population. The HLA-A*36 allele which is common in Africans was in low frequency in the studied Syrian population [31, 32] . The HLA alleles: A*25, A*34, A*66, A*74, and A*80 were absent in Syrian population. For the B locus, the four most frequent alleles (above 5%) in our cohort HLA-B*35, -B*51, -B*44 and -B*52 (Table 1) were previously reported in neighboring countries: Greece, France, Macedonia, and Russia [33] [34] [35] [36] . The B*35 allele which is the most frequent allele in our cohort, is also in high frequency in Iranians, and Russians Tatars [37] . The HLA-B*51 allele, which is the second high frequent allele in our cohort, is in highly frequent in Turks, Iranians, Emiratis, Moroccans, Greek, Macedonians, and Mongolians [10, 35, 36, [38] [39] [40] [41] . The HLA-B*52 allele which comes in the fourth order in frequency in the studied Syrian population, is also in high frequency in the Iranians [39] . The HLA-B*07 allele which is the most frequent in Moroccans and Russians [33, 40] , was in moderate frequency in the studied Syrian population. The HLA-B*18 allele which is in high frequency in Greek, Russians, Russians Tatars, and Macedonians [33, [35] [36] [37] , was in moderate frequency in the studied Syrian population. The HLA-B*13 allele, which is in high frequency in Russians Tatars and Chinese, was moderately frequent in the studied Syrian population (Table 3 ). The alleles in moderate frequencies in our cohort (B*08, B*40, B*15), were highly frequent in the French (HLA-B*08) [34] , Emiratis [10] , Chinese and Mongolians (HLA-B*40) [41, 42] and in Sudanese and Mongolians (HLA-B*15) [36, 43] . The B*47, B*42, and B*48 alleles, which are absent in the studied Syrian population, are in high frequency among the Sudanese [43] . Other HLA alleles: B*46, B*48, B*54, B*56, B*59, B*67, B*73, and B*81 were absent in the studied Syrian population, (Table 3) .
This study also demonstrated that the most frequent alleles for HLA-C locus were HLA-C*04, HLA-C*07, HLA-C*12 and HLA-C*06 ( Table 1) .
The distribution of allele groups in the studied Syrian population showed a high similarity with HLA allele groups in European human populations, such as: A*02, A*24, A*1, A*3, B*35, B*51, B*44 and B*52 [32] . This similarity prevalence of HLA alleles frequency in the Syrian population with those in human populations from the Eastern Mediterranean (Lebanon, Jordan) [44] and in human populations in north Mediterranean (Greece, Macedonia, Italy, Russia Tatar and France), may be explained by the fact that throughout history the East Region of the Mediterranean (Syria, Lebanon, Palestine and Jordan), was endured many waves of invasions from the north and the east, which originated from the Greeks, Romans, Tatars, Ottomans and Persians [45] , resulting in genetic admixtures between local residents and invaders across human history in the Middle East region.
Among the most frequent two-locus haplotypes in Syrian population, the B*35/C*04 haplotype was the most frequent, while the B*08/C*07 haplotype, which is the most frequent in other human populations, was the second most frequent in our population. The identified frequent haplotypes in our studied group were also predominant in some Mediterranean populations, such as: Lebanese [46] , Iranians [39] and Europeans [47] .
Conclusion
This preliminary study is the first report about the frequencies and distribution of HLA-A, -B and -C alleles among Syrians. By comparing HLA-A alleles frequencies, (The: A*02, A*03, A*24 and A*01 in particular), in the studied Syrian population with those reported for other human populations we find that Syrians are genetically closer to Jordanians, Lebanese, Turks, Russians, Tatars, Iranians and the French. HLA-B alleles frequencies (particularly the B*35, B*44 and B*51 alleles) gets Syrians closer to Jordanians, Lebanese, Turks, Russians, and French.
In general the Syrian population genetically closer to neighboring human populations, (Jordanians, Lebanese, and Turks), and to Europeans in the north of the Mediterranean. Our results also shows that the Syrians are genetically far from human populations form the Arabian Peninsula [48] and North Africa [49, 50] , and very far from the Chinese and other African human populations.
